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We are an emerging 

biopharmaceutical company.

Biopharmaceutical companies

engage in one or more of three

general activities:

• drug discovery (eureka), 

• drug development (marathon), or
• drug commercialization ($$$)

We occupy the middle space. 

We specialize in drug develop-

ment, particularly drugs that are

used to treat severe chronic pain. 

Our Vision 

To develop a new generation 

of opioid painkillers. 

Clinical Status 

Three drugs in 

Phase III clinical trials. 

Our Pipeline 

Oxytrex™, a unique oral painkiller

for severe chronic pain; 

Remoxy™, an abuse-resistant

formulation of long-acting 

oxycodone; 

PTI-901, a treatment for men 

or women with irritable bowel

syndrome (IBS). 

Market Opportunity 

Sales of all opioid painkillers 

in the United States exceeded 

$5 billion in 2003. We own 

commercial rights to all of our

drug candidates.

Finances

$99 million of cash at 12/31/04.



Stacking Opium Balls, 1882

NINE ELEMENTS 
OF STRATEGY 
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Focus 

The mission is everything. 

In our case, the mission is 

to develop novel drugs. 

Hire Experience

Risk is managed by people, 

not statistical models.

There’s No Return Without Risk

Rewards go to those who 

can handle risk.

Own Assets

We retain commercial rights 

to our pipeline.

Diversify 

We have three drug candidates 

in Phase III clinical trials.

Think BIG

The addressable market for 

all opioid painkillers exceeds 

$5 billion in the U.S. 

Live Lean 

We conduct three Phase III 

programs with under 

40 employees. 

Use Common Sense

“…offer nothing more than 

simple facts, plain arguments

and common sense.” 
—Thomas Paine, 1776 

Make Vision Meet Reality

A successful mission pleases

everyone.



PHASE III 
PIPELINE 
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Drug development is not for the

impatient or the impoverished.

Independent research1) reveals

the average drug takes over 

10 years and $800 million to

develop. Of every 5,000 potential

new drugs tested in animals,

only five are promising enough 

to be tested in humans; only 

one of those five is eventually

approved for marketing. 

Those are the numbers. But these

numbers miss the big picture.

They ignore what drives us to

develop drugs in the first place.

We are driven by a strong sense

of mission. Our mission is to

develop better or safer drugs. 

This is the challenge that drives

us to prevail every day. 

1) According to The Tufts Center for the
Study of Drug Development, a non-profit
organization that has been tracking drug
development trends for 25 years. 

We believe we have three ways

to prevail:

Oxytrex, a unique oral 

opioid painkiller for severe 

chronic pain;

Remoxy, an abuse-resistant 

formulation of long-acting 

oxycodone; and

PTI-901, a drug candidate to 

treat men or women with IBS. 

We expect Phase III clinical

results on these three drug 

candidates in 2005. 



2004
MILESTONES
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In 2004 we met all of our written

milestones on-time and on-budget. 

This means we ended the year

with three drug candidates in

Phase III clinical trials.

January Initiated Remoxy 

Phase I Study 

March Initiated Second 

Oxytrex Phase III Study 

May Presented Oxytrex Phase II

Data at the American Pain

Society Meeting

June Released Results of

Remoxy Phase I Study 

September Completed Patient

Enrollment in First Oxytrex 

Phase III Study 

September Presented Remoxy

Data at the Third World Congress

of Pain Meeting 

October Presented New 

Mechanism of Action Data 

at the Society for 

Neuroscience Meeting 

December Released Results 

of New Anti-Abuse Study 

with Remoxy

December Initiated Phase III

Remoxy Study



FROM THE 
PRESIDENT & CEO

Remi Barbier 
Chairman of the Board 
President & Chief Executive Officer
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Dear Shareholder In 2004 we achieved the goal of

entering three drug candidates 

in Phase III clinical trials. Results

of these trials may decide the

fate of our drug development 

programs. In fact, these trials

present us with a fork in the

road. Good data, we win. Bad

data means we may need to 

re-assess the criteria of legitimacy

of our programs. 

The upcoming convergence of

Phase III data with an opportunity

to make or lose money brings

out the alchemist in many

investors. Will the combination

produce gold or lead? Many 

have opinions. Many ask for 

my opinion. My opinion is to

look ahead with confidence. Each

of our three drugs has value, yet

only one needs to succeed in the

marketplace in order to drive the

success of the entire Company.

As we enter this defining time in

the history of Pain Therapeutics, 

I want to briefly reflect on how

this Company has prepared its

constituents for this moment 

of truth.



For some, it might be a decision

to invest in the Company. For

others, it might be a decision 

to work here. And for others, it

might be a decision to analyze

our clinical data to determine a

drug’s safe and appropriate use

by patients. 

We don’t try to predict how our

constituents will reach conclu-

sions about our work. Rather, we

aim to share important informa-

tion with constituents in a way

that informs and highlights the

importance of what we do. If 

we overshoot, there’s a chance

we might reveal data that could

compromise patent applications.

This might allow competitors 

to catch up. If we undershoot,

there’s a chance our constituents

might misread the relevance 

of our work. In the face of this

consequential challenge we do

our best to make sure that our

constituents understand the

importance of our work.

No matter what conclusions you

draw about Pain Therapeutics,

we believe our track record high-

lights the efficiency of our drug

development programs. By the

end of 2004 this track record

included putting three drug 

candidates in Phase III clinical 

trials in six years and under 

$100 million. We believe this is 

a remarkable achievement by 

the standards of our industry.

Of course, being an efficient

manager is not the same as

being a successful manager.

Running an efficient company 

is only part of our effort to 

build a high-growth company. 

To be successful, we’ll also 

need compelling clinical data. 

What will it take to prevail? 

A personal conviction that 

our science works; performing

with confidence; staying nimble;

working with integrity; leading

with passion; creating opportunity

and envisioning the future. These

are some of the convictions we

have woven into the fabric of

Pain Therapeutics. 



In 1996 Alan Greenspan used 

the term “irrational exuberance”

to describe an attitude that

investment assets would reach

the moon (they didn’t). The term

now means any unrestrained but

thoroughly baseless optimism.

With apologies to Dr. Greenspan,

‘rational exuberance’ best

describes my own view of 

the future. After six years of 

creating a bold vision for Pain

Therapeutics, my optimism is

high and tempered by a keen

sense of risk. 

Personally, it’s this combination

of bold vision and high optimism

that floats me to work every

morning. I invite you to join 

us as the story unfolds.

Respectfully, 

Remi Barbier,

A Shareholder Since 1998
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WHO WE 
SERVE
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We serve many. 

By ‘constituent’ we mean anyone

with an interest in our work. Your

own interest in Pain Therapeutics

may be based on social, ethical,

clinical, technical, monetary, 

regulatory, legal, fiduciary,

employment or scientific inter-

ests. Each of these interests has

a voice and each voice is integral

to the success of our work. 

Constituents ask us hundreds of

questions. If you can think of the

question, someone has probably

asked it somewhere at some

time. In the following pages,

we’ve posted a few of these in 

an imaginary Q&A session. 

This imaginary dialogue is

designed to honor those who

have taken time to ask about us. 

We invite you to keep asking us

questions by email:

2004annualreport@paintrials.com

Shareholders, security analysts,

investment professionals,

investors and the media may

also direct their inquiries to:

H. Christine Waarich

Senior Manager of 

Investor Relations

(650) 825-3324



I DON’T UNDERSTAND 
COMPLEXITY.

“JUST TELL ME WHAT 
YOUR DRUGS DO.”



Oxytrex

Severe Chronic Pain

Phase III

Remoxy

Long-Acting Oxycodone 

Phase III

PTI-901

Irritable Bowel Syndrome

Phase III

A Novel Painkiller

Oxytrex is a unique oral

painkiller for patients who suffer

from severe chronic pain.

A Novel Formulation

Remoxy is an abuse-resistant 

formulation of long-acting 

oxycodone. Sales of oxycodone

exceed $1.5 billion a year.

A Novel Treatment

If approved by the FDA to treat

men and women with IBS, 

we believe PTI-901 will target 

a market in excess of $1 billion

per year.
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I AM A SCIENTIST.
“I NEED TO KNOW HOW 

YOUR DRUGS WORK.”



How Oxytrex Works

New Insight: Opioid drugs can

activate inhibitory or excitatory

signals. We believe the excitatory

effects of opioid drugs contribute

greatly to the adverse effects 

of chronic opioid use, such as

tolerance, physical dependence

and addiction. After repeated
administration of oxycodone or
other opioid painkillers, increas-
ing doses of opioids are required
in order to obtain the same level
of pain relief, a process known 
as tolerance. If chronic opioid
treatment is terminated abruptly,
withdrawal symptoms rapidly
appear. Continued administration
of opioids prevents the appear-
ance of withdrawal symptoms, 
at which point a patient is 
considered physically dependent.
Published results in rodents
show that tolerance and physical
dependence can be prevented 
by coadministration of low-dose
naltrexone, an opioid antagonist. 

We believe low-dose naltrexone

blocks the excitatory signaling,

but not the inhibitory signaling,

of opioid drugs. The inhibition 

of excitatory signals enhances

analgesia and attenuates 

tolerance, physical dependence

and addiction. 

New Drug: Oxytrex activates 

only inhibitory signals.
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I ENFORCE THE LAW.
“OXYCODONE ABUSE 

IS OUT-OF-CONTROL IN 
MY JURISDICTION.”



Remoxy

Abuse-resistant long-acting

Oxycodone

Status

Phase III clinical development. 

Oxycodone Abuse

Emergency Room Mentions

Note: Sustained-release oxycodone only
Source: Drug Abuse Warning Network

A Safe Alternative

Remoxy’s novel formulation 

is specifically designed to foil

drug abusers who attempt 

to tamper with long-acting 

oxycodone in order to induce 

a powerful euphoric high. Initial

tests indicate that crushing 

or physically manipulating

Remoxy does not defeat its 

long-acting formulation. Remoxy

can also resist extraction by

acids or alcohol for hours at 

a time by entrapping a majority

of its oxycodone inside a 

proprietary formulation.
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I AM A PHYSICIAN.
I TREAT PATIENTS IN PAIN.

“WHAT’S NEW AND 
DIFFERENT HERE?”



Oxytrex

Severe Chronic Pain

Remoxy

Abuse-resistant Oxycodone

PTI-901

Irritable Bowel Syndrome

A Novel Painkiller

Oxytrex is a unique oral

painkiller for patients who 

suffer from severe chronic 

pain. We believe Oxytrex could

be an effective substitute for 

oxycodone, a narcotic painkiller

widely used today to treat severe

chronic pain.

A Novel Formulation

Given a choice between prescrib-

ing Remoxy or more easily

abusable forms of long-acting

oxycodone, we believe physi-

cians will choose a less abusable

alternative, such as Remoxy.

A Novel Treatment

We believe this drug has the

potential to show safety and 

efficacy in both men and 

women with IBS.
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I AM AN INVESTOR.
“I NEED TO MAKE LOTS 

OF MONEY.”



Stock Information

Our common stock trades on The

NASDAQ Stock Market® under

the symbol PTIE. No dividends

have been paid on the common

stock to date and we do not

anticipate paying dividends 

in the foreseeable future. On

February 7, 2005 there were 

76 holders of record of our 

common stock.

Price Range of Common Stock

The following table lists the high

and low reported sales prices for

our common stock as reported

on The NASDAQ Stock Market®.

Annual Meeting

Our Annual Meeting of

Stockholders will be held 

at 10:00 a.m. Pacific Time 

on May 26, 2005 at the offices 

of our general counsel, Wilson

Sonsini Goodrich & Rosati, 

650 Page Mill Road, 

Palo Alto, California.
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2004 2003

High Low High Low

First Quarter $ 9.86 $ 5.77 $ 3.90 $ 1.68
Second Quarter $ 9.34 $ 6.54 $ 8.11 $ 1.68
Third Quarter $ 8.39 $ 6.22 $ 8.95 $ 5.90
Fourth Quarter $ 8.13 $ 6.82 $ 7.71  $ 4.44



I AM A LAWYER.
“WHAT ARE 

THE RISKS?”



A Disclaimer

This Annual Report contains 

forward-looking statements that

include risks and uncertainties.

We disclaim any intent or 

obligation to update these 

forward-looking statements.

Examples of statements include,

but are not limited to, any state-

ments relating to the clinical

status, the potential benefits or

the size of the potential market

for our drug candidates. These

statements involve risks and

uncertainties associated with 

our business. You are cautioned

not to rely on such statements 

as our actual performance may

differ. For a full description of our

business and further information

on its risks and uncertainties

please refer to our Annual Report

on Form 10-K, for the year ended

December 31, 2004.

Lots of Risk

You should carefully consider 

the risks described in our Annual

Report on Form 10-K, for the 

year ended December 31, 2004

before making a decision to trade

our stock. If any of these risks

actually occur, our business could

be harmed, the price of our stock

could decline and you may lose

all or part of your investment.

Form 10-K/Registrar and 

Transfer Agent

A copy of our Annual Report 

to the Securities and Exchange

Commission (Form 10-K) may 

be obtained without charge upon

request to Investor Relations.

Communications concerning

transfer requirements, certificate

exchanges, lost certificates,

changes of address and name

changes should be directed 

to the transfer agent:

Mellon Investor Services LLC

85 Challenger Road

Ridgefield Park, 

New Jersey 07660

(800) 356-2017

www.melloninvestor.com
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I AM A CPA.
“HOW CLEAN ARE 

YOUR BOOKS?”



Compliance

Effective internal controls are

fundamental to the trust you’ve

invested in us. They are also 

fundamental to the preparation

of reliable public disclosures.

We publish financial reports to

augment your understanding 

of our business. Our capital

structure is straightforward and

free of complicated financial

instruments. We have no 

subsidiaries or partnerships. 

We file our SEC documents on-

time and electronically to ensure

everyone has access to them at

the same time. We believe this

record speaks to the quality of

our financial reports.

The landmark Sarbanes-Oxley

Act addresses internal controls,

another important aspect of

financial reporting. We report 

on many aspects of our internal

controls. These include a state-

ment of our responsibility for

establishing and maintaining

adequate internal controls; a

framework for reporting effec-

tiveness or deficiencies; and an

attestation by our independent

registered public accounting 

firm and by senior management

that control over our financial

reporting is effective. 

We believe these collective

efforts make one thing clear: 

we take financial reporting 

very seriously.

Independent Registered 

Public Accounting Firm

Ernst & Young LLP
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Management Remi Barbier

Chairman of the Board 

President and 

Chief Executive Officer

Nadav Friedmann, PhD, MD

Chief Medical and 

Operating Officer

Peter Roddy

Vice President and

Chief Financial Officer

Grant Schoenhard, PhD

Chief Scientific Officer

Peter Butera

Vice President, 

Clinical Operations

George Ben Thornton, PhD

Vice President,

Technology

Michael Zamloot

Vice President, 

Technical Operations



Board of Directors Robert Gussin, PhD1) 2)

former Chief Scientific Officer

Johnson & Johnson

Vernon Loucks, Jr.1)

former Chairman and 

Chief Executive Officer

Baxter International, Inc.

Michael O’Donnell, Esq.

Partner

Wilson Sonsini 

Goodrich & Rosati

Sanford Robertson 1) 2) 

Founding Partner

Francisco Partners

Nadav Friedmann, PhD, MD

Chief Medical and 

Operating Officer

Pain Therapeutics, Inc.

Remi Barbier

Chairman of the Board

President and 

Chief Executive Officer

Pain Therapeutics, Inc.

1) Member of the Audit Committee
2) Member of the Compensation Committee
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Scientific Advisory Board

Leslie Benet, PhD

University of California, 

San Francisco

Stanley Crain, PhD

Albert Einstein College 

of Medicine, Emeritus

Sidney Goldfischer, MD

Albert Einstein College 

of Medicine, Emeritus

Scott Hamann, MD, PhD

University of Kentucky 

College of Medicine

Margareta Hammarlund-

Udenaes, PhD

Uppsala University

Elliot Krane, MD

Stanford University 

Mary Jeanne Kreek, MD

Rockefeller University

Don Mehlisch, MD, DDS

Scirex Corporation

Fredrick Minn, MD, PhD

J & J/Ortho-McNeil

Pharmaceutical, retired

Frank Porreca, PhD

University of Arizona 

College of Medicine

Robert Raffa, PhD

Temple University

Patrick Scannon, MD, PhD

Xoma Corporation

Ke-Fei Shen, MD, PhD

Albert Einstein College 

of Medicine, Emeritus

Eric Simon, PhD

New York University 

School of Medicine

Jeffrey Tobias, MD

Aquila Consulting Group, LLC



PAIN THERAPEUTICS, INC.
416 BROWNING WAY
SOUTH SAN FRANCISCO, 
CALIFORNIA 94080
T: (650) 624-8200  F: (650) 624-8222
WWW.PAINTRIALS.COM



About the back cover

I am so much reduced that I can scarcely get out of bed in the morn-

ing and never can eat any breakfast. Please excuse me for writing, I

do not expect you will be able either to read or understand what I

have written. I have no glasses and cannot see. If you write Irene

direct your letter to Mill Creek, and let me know what you think of my

constant use of opium but without it I cannot have one minute’s rest.
—M Porterfield    

Mr. Porterfield’s friends had advised him to take opium in order to
break his addiction to laudanum, but it was clearly a case of the reme-
dy being worse than the disease. The gentleman, who identified
himself only as “M Porterfield,” was pleading with his doctor for help.
The document is undated, but someone has written “c.1850” in pencil
on the top of the first page.

Photo back cover: Alexandria Library–Special Collections

Creative team: Barbier & Waarich
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